were taken into account. As long ago as 1941 Freyberg et al.3 wrote that they were unable to demonstrate any relationship between serum gold levels, the response to therapy, and the development of toxic reactions. Because more recent reports12 have suggested that there may be a relationship between these factors the results of serum gold determinations in a group of 50 patients are being analysed. Preliminary results so far are in agreement with Freyberg in failing to provide useful data regarding the response to therapy. Detailed results will be published shortly.-I am, etc.,
Combined Triiodothyronine and
Thyroxine SIR,-We wish to reply to the comments of Dr. J. A. Weaver (7 November, p. 366) on our clinical trial (17 October, p. 145). We compared thyroxine alone with a combination of triiodothyronine and thyroxine using the 1:4 ratio (20,ug T-3: 80,ug T-4) because this formulation had been recommended1 2 and adopted in commercial preparations in Europe and the United States. In a double-blind cross-over study it was essential that the number and appearance of the tablets in each treatment period were identical. Unfortunately, the two hormones differ in metabolic activity and, in addition, in their rate and degree of absorption so that the dosages, dictated by the available formulations, were not equipotent.
Preparations with equal biological effectiveness will be difficult to obtain. Theoretically, the recent formulation (15lg T-3: 45gg T-4)' offers a better approximation to the metabolic activity of one thyroxine tablet (1 00,tg) and, therefore, would facilitate a cross-over study but this preparation was not available when the study was planned. On the other hand, calculations of metabolic activity may be spurious in clinical practice where the level of the two hormones in plasma and tissues is dictated by many variables which will finally determine the relative contributions of the two hormones to their total metabolic activity in patients. Apart from differences in their individual absorption and metabolism, the concurrent administration of the two hormones may influence the absorption of each4 and erratic medication, as detected in the trial, will contribute another variable. In these circumstances, we accepted the limitations in the choice of dose.
We avoided offering a statisticallyorientated conclusion because a clinical interpretation was needed. In fact, an analysis of the patients' preferences gives a significant difference, using a x2 test, which Dr. Weaver may have had in mind. Fuller consideration of the variable factors in this trial, as in most clinical studies,5 illustrates the difficulty of interpreting the findings and suggests caution in analysis. About half of the patients had no preference for either treatment and this may be the correct clinical conclusion from the data. The additional observation that untoward symptoms are more likely to occur during treatment with the combined preparation was not unexpected and, in our view, is inherent when using triiodothyronine either alone or in combination. From After discussion, it wa-, agreed that two representatives elected by all the unit staff and irrespective of membership of any professional association should obtain the views of staff on the matters referred to above, analyse them, and then prepare a report that would be "bared upon the views of the majority but will also record substantial minority views."
We were the two elected representatives. One of us was elected at a meeting chaired by the present director, the other at a meeting chaired by the chairman of the Carshalton Research Branch of A.S.T.M.S. The letter of invitation to this second meeting has been printed in full (19 December, p. 755) and was sent out only to members of the unit staff. It so happens that one of us is a member of A.S.T.M.S., the other is not, and neither is a member of the B M.A. Our report was presented to the selection committee on 1 December. Thus your suggestion that a trade union intruded into an M.R.C. unit to obtain views on scientific matters is entirely without foundation. Fur-
